WQ050781 J 9 [http7/wvw .getthepajent g>r^ 1 9xpc?t ooibar=bottompnum= WOQ50781 19p art=main ] Page 3 of 66 

i 

WO 2005/078119 PCT/JP2005/002660 

m m m 

-zf\zm-?z>h<D-v&z>o $e>ci¥b<^ £©tais©s89i&. wmv-tz/*- 
\zn?%73-* htT>*J-7> h£jiiM4iis<&aj, fem?ztctb7u-7 

xxhnyx ynyxxax 7>Kny>, y;^n^^f b\ 

;hui^:k F7it*©x-rP'f h*;i^e>^», ffWtfui^x v^y-r>m^ 
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m<t\zhm j *vx^zz\tiimt>Mzt3.?T^z>. ^ iftctt, ^n^©ji 
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tftfXiRlK xxhny>Hr^- (ER) fc^-r*ctH«kO, 
fe&^K*31^KB»**5»rr* (#M*tt£lR2fc.fctf 3). Xfn^ 
■fe^HSttfldftttfflFl (SRC-1) tepl60&toM^>Mr7*-M£ftffi& 

7:*xXM*ER©ii&&®B©^fc£gfSU ^ntCctO ER±lCEH4Mt&B : f 
5). 

xm~9).m£.m*\i btff&moimmtomzzo&suxx vu?>&fc 
¥®n\zmmt<tLrc®&\z\t, £ms§w©£m> &m&*m<du4>* 

M^«iSW^i;s::t^ae>nTV^ (##ffXiU o~i 2). r«ki, x 

ftW5 (^#flFXSIt7, 13~16) Cine»©^6t^fe«> ViT 

n*%i£5Lfo\z&'3<h(D-v$>K), ms, ffik®mim\z&&2nitmmti 

> H (HfiWfcfck SJttt 17/3 XX h^^-;U (E2)) £8&-r* *>©-?££„ 

©«t 5fc#8rm, rt^*«a««©*»«ttx^ u -x> iwwc***«, 

WAtf, 7>?:*xxb©l§£©<fc-5fc:> Vir^-^-r«^M©^«T 

©*\ 7 zfx* h 1 1/T^«t5 ©fr fcK&JT^fc V> t V> 5 o fc. 
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n*«£#fc * £ ms *> & o fc. 

^t*(Z)&lt14^{47C^S^b^Vij&fLVi in vitro &£7y-fe-f Ssfc&HSn 

mmmmTyt-i t ut, mcf-7 T47D ibi&&av>* e-t^ u 
jwnsnw* mwmcM2 o>. **^*«k:j:*»iibj&*+®m* 

mm&tt&t?Z>U$-?-&fc?7y't'( 0N*BFXltt2 1, 2 2) ^ XT. 
S. ^n6E-X^U-x>^t^-^-iife : ?7y'fe^S-ett, 7rfxxh 

^z\x,z<Dmm<Dmm\t^±0t^^mm\zm^x^tirchoxh^. 
tmtvx^z. 
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c0mm<Dmm\t. ±m<DMmzm8:?z>b<D}iLT. m 1 cat* ^u<t%, 

7*->J ii> Kite K^-f >K:*»t*«tt<fc*llbHftS^ H *-f >tc:#gWfc:*i§ 

y>nr^-u^>H^H^-r>-c^s7=fxxh • 7>*=fxxh&ai/B 

fitttfltflttH^ 1 OWjHi^-ffilffffl H >^7"^ HTfe^7^nx 
W-y*^trfeOTfe^7^X h • 7>^rf-X h&ffiffi ^-L 
St£^7>mft*>/^ft?ife£7=fX3. h • 7>^^XX h^ffiffl^o-^ 

,t^«TJc:fe^s^WW©^b*iBS^TS7^xhox^U-->^S 
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Xhmi®nZ&fti<i£Z>73-Xh<DZ>7V--->?J]m^ m9^tt, ME 

miotic &ftu±.zf?-\z&&L. m 

fcftm*7*?7>?3-Xh*X?V-->>/?Ztzlb<D%m-V&^T. Hfl© 
73f~X h©#&T"C, HlflEVirn^©7^X h • 7>^=f-X h&ttimfu 

#SET^j;y^STfc^^5'>^;w©^k*a!i^rs7>^rf-x h©x* u 

mi 1 £Wu lf!SVvfn#<&7:*-X h • 7>*:f-X h&tii 

xt7V-->>/jsm%. mi 2fra> ffEVii*n^©7rfnx h • 7>*3-z 
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02 ah, zomwo^mmiz&^Tftmzntz. xxhuy>u±??-<D 

«tBS^0"C*O (a : '/u — ~}y, b :&M7n-:/), ifrttW 

03 ah, z.(Df&wonffiM\z&\,*T. zfu-^zmtzttm-umm* 1 

00 nM E2 TML»© FRET gft ©81I$« £?K L ttti&f&W&rC h *) , M 3 B 
PK-15 IBUB& 100 nM DHTTJH»bfclBOFm*ftO««flS**bfclB«a 
HITe&S. fcfc, 480/535 nm©**»iS0t3&«»ffi*9-li«i:UT**nTVi 

00 nM E2 T)8I&Ufcl&© FRET gfc©il£I$M;*^bfc0T& 0 ( a :E2 mate* 
b : E2 *8sinj, c : &&Zfa-"?Zf&m2tt CH0-K1 «© E2 04 B 

tt, £©3MII©*KWK:fcVvt, 7n-:/*563i;£"ttfc CHO-Kl IBUft& 15d-PGJ 2 
T»bfc&©FRET£te£^LfcEI (a b : 15d-PGJ 2 ii!£<h3bfc3& 

afc*ft©n©Hff (EfciffiB)) o , @ 4 c £ <Dmm<D3mm\z&\,*T, 

CHO-Kl 8fl]&£ piogl i tazone Tj&l*b&IS© FRET 
(a :8Pmb« b : piogl i tazone »«i&#3a«Jfcgfc©te©Wfc (5 
ftttfil)) TfcO, 04DH, £©!89i©£*fllfc*3Vvc, yn-^^S^itfc 
CHO-Kl 100 nM DHT-eMJ&b«©FRETM©ig^'fk^bfe0TfeO 
(a : DHT $ft)&, b : DHT 3M&bn> c : »^D-^5ffllS*fc PK-15 « 

©DHTHiai) -e&5. 

0 5 AH, t©»W©**«lfc:*^T, CHO-Kl i(S!JISrtT7o-7£!g§i£-fr, 
DES, Gen, Bis-A££tfNP 0»IX hny>mmL1zfo<nmmtWffl&mit 
^b©ffi©H^ (E&ffliSSO *^tfc@-C*0, B5B& PK-15 SlIJ&rtTya 
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--7%5&&Zit* DHT, -r^hT-nx 7uVx.z : ru>$i£tfn)V3 L V-)VZ 

06«U £©fBW©^^fcfc^T, yn-:/£8S$i*-fcCH0-Kl«fflJ££, E 
2, ICI 182,780, *5<fctf0HT &Mtl 1.0 mM) ££9j|nj&b;rd&0FRET£§ 
<E>£fl;£^Lfc0 (a : 1. 0 mM E2, b : 1.0 mM ICI 182. 780, c : LO jtM 0 
HL d : 1. 0 ICI 182, 780/1. 0 /til E2, e : 1. 0 mM ICI 182. 780/10 nU E 
2, f : 1. 0 mM ICI 182. 780/100 E2> g : 1. 0 /iM 0HT/1. 0 #M E2, h : 1. 
0 jtiM 0HT/10 mM E2, 1 : 1.0 jiM 0HT/100 /iM E2) 

®7U, yn-^S58iSS«fc CHD-K1 «fi*, 10 /aM(D BADGE fc«kDiJ*L 
FRET &g0^fc£^l/fcB-C&£. 

08 te, ^©^©^JI^H^ViT, ^n-^Sr^S-frfcPK-lSiaiaa*, DH 
TO.O nM, 10 nM, 100 nM)+7;i/^^ Ffeb<tt:/n5/$ F> (^n-eniO/iM), 
:7;k*5 F (100 nM) 7n~>5 F> (100 nM) DHT (1. 0 nM, 10 nM, 
100 nM) (DWZ&QMmLtcfoamT fc&<DM{t**Ltz®-C$>Z. 

09A«, :/n-:/ft5^*ttfc PK-15 »lfi£» 1.0 mM Ft J: 0*1 

S[LfelSOFRET^«^b^U^@-e^O, 09B&, 100 nMxT, hrn>+ 
10 /zM7;i^i= Kt^OM^U^OFRETlSTO^^L^-e^S. 

B 7>*:*~Xh##T 

1 7=f^X h • 7>^-X MfttW8:/n--:/ 

2A »J#>F«*»tt (ERa-LBD) 

2B U#>FWI»tt (PPARt-LBD) 

2C y#>FB««ft (AR-LBD) 

3 *§£ffiSSB& (SRC-1 NR boxll) 

4 U >#- 

51 V-ft-gBft (CFP) 

52 T-fc-gMfc (YFP) 
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61 

62 7>^J-Xh 

71 U>*- 

72 >J>#- 

££5k:, z<D73-*h - 7>?3-Xh&mm7u-zr (l) tt, 
: 

•irtl/t^-©U^>h , ^h7'f> (OT, NR-LBD tCttT*) *WJ 
#>HBIWWfc (2) 

• NR-LBD ©Mte*bffiJi&B^&£K*'f> (22) l:»l:^T^5^^Fi 
*^tf£r£££aMfc (3) t. 

• U#>FB»aSffi (2) tU&fc&WSL (3) «HS1-*JBfitt©'J>*- (4) 

• Utf>PKMtt (2) (61) ©&£fc«k95V>#ifi&Lfc& 
C ^ta^^^^^^^-TSHO©^-^-^ (51, 52), 

^©IUMO^©7^Xh -7>^^h^UJfflyn-y (1) «, 73f 
^Xh (61) <h0##T£«ktf7>*rf-Xh (62) £©&#TT% 

So 

7=f-X h -7>^rf-X MftttWI^o-:/ (1) flfyzfrixh (61) 
T5*^tCtt, 7=f-Xh (61) ^73f-7.h • 7>^=f-X^ffiffl^o-^ 

(1) £&l**Utf>HBmtt (2) W)tJ>vmM*yh (21) 
•e^l:^t^ (01 A- a). Z(Dt%, NR-LBD ©&#«§ji#£fl:U U#> 
KBftffitt (2) fciSttflSttttSftteF*^ (22) TW&fcSn*. «V>T, 
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mtassmtiL (3) zotttemvmt&PMy (22) zimv, u> 

t>- (4) 3iJJBfi«CtC«kOtt^*6«»tt (3) tSttftHHlH^tt^H^-f 
> (22) ®|ftft#&C« (HlA-b). ^nt^O, 7rf~Xh • T>?3- 

x h^fflffl^o-^ (1) ©£#*HS*gEfcu -^©v-#-Bisft (51, 52) 

£©ffllg©fSW©7:*:^;*h • 7>^^-Xh«IUJffl^a-^ (1) ft 
(62) t*#TS«^fCtt, 7>^=f-Xh (62) 14, 7rf-X 

h (6i) (DiSi&tmmz, u#>kw«h£ (2) fc*stt*y#>K*s£#$-v 
h (2D s««bTti^*r* (01 b). t^u zotz, vflypmm&tiL 

(2) fc^tt*NR-LBD©Stff«jfi«ft»ljBC6 , f, SttftttWH^^H^-f > 
(22) fcH&ftSn&Vi. LfctfoT, *S£j£g$<4 (3) ©U#>KW*«tt (2) 

^o^ifici^r, 7=f-xh • r^^-xhM^o-^ (i) ©s# 

«§igfcg{tbfcV>. T&fc-fc, -o©T-#-gB& (51, 52) ttjmfc**fc& 
>KB*ttffi (2) tt, £<K:KB£$nfcV>. Wttf, ^najVf^'fHUt 

Wb©«JWC**. Lfc^oT, £©tfi®©!S5Jlk:£Vvr, U*>KB»» 
ft (2) fctt, &rtMr7*-©U#>Hi!g£KpW >*•©*>©, U#>F££ 

H^-f >*^tP»rti/-fe^-©»»«ljfi, *3«fctfKrtn*:/*— €-©*>©££ 

^l©Hil®©^©7rf-X h • 7>^rf~X Mfcaiffl^a-:/ (1) fcfcWC, 

vfi>mm&& (2) t7=f-xh (6i) <D&&\z&r)Mi&-2nz>m&4m9j 

8f»^H^> (22) fc«ft»K:tS^1!**tt^«»aMt (3) «, 0#>K 
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mstt (2) fc&nzm&immmmti&v m > (22) \z&a&\z&&-rz 

ut«, xfD-f FssflEflHtflareftH* 1 (src-1) a^n-oso, src-ii*3 
*fcj4W3Hs^-«sff« H^-r >##su i:ni4*wiiifc*»r* lxx 

14, xx hny>H:^-fc«r* SRC-1 0fflSftU8£fltfrt"*fc»K:SR-e 
**Ht*J»l5nT^a (##ff:£it5, 2 3~2 5) U#>K«« 
mL (2) sxxhny>Hr^-©U^>HtS^H^-f>«^tyfe©tr* 
cc!)J:5ftqE^-7*#r*#U'<^H3Wtt#«»»tt (3) th 
TftSLKmrn-VtZo SRC-1 SRC-1 ©Stt^bffiSlH^ 

7>K (SE*i#^2) m&flt1Ct&2 3~2 5) HfiWmZtlZ. 
cnSU*f>MMHHfc (2) fcH££*F»tt (3) 14, BlBlttOU>*- (4) 

s^uxiiissnw*. c©<fc5ftu>;*7- (4) M&fc^rr 

rcteGtivDifr mwm*znz. (4) fc«fco, 

-y^^xxh^nifflyo-^ (i) ou^f>HB»affi (2) tm£i&& 

TO (3) *<S*S$n5 M#^3e^V^cOPBnfeD-C^*J;^^0, 
y#>KB»eWfc (2) fc»*SnfcSHtflI»i6H : HI^H^'f > (22) ^©*S 

£««S8Wfc (3) • aaisij&t^iit^s. 

H©fflHl036W©7=fx^ h • 7>^=fx^h^aiffl7n-7 (1) Ttt, 7 

j-xh (6i) t©ts^*^^;pfwrr*»tttUT, avi©j5«^tiiPiig 

^07-*-Sft (51, 52) jWMSSnW*. H©i£, 

TO (51, 52) «, Vi3>\*Wmm (2) i&£fcgTO (3) ©»^|CJ:04 

DS7:*xxh • 7>*:fxxh&fflJ87n-7 (1) ©Aflc»jfi©«fljfc««P 
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1), U-^i'hy^- m%mz&Zb<D 6), ¥fe£ft7p 

jetties* <o?kyt%&®bm »&n&#. A#«iJSo*fl:K:«asfc««rr* t>© 

tbTte, *3^«X*;MM£» (£TF, FRET) (imffPXlK 2 7 - 3 0 ) © 

Uftibt, Jl©tfi®©f8$©7:*x7 h -7>^rf-x h&fflffi7a-7 (1) 

|gfc-^©T-;*j-g&& (51, 52) [U^>H«m«tt/U>*-/IS^lS 
»£«ii©M*ffiK:-oroaig;*nw£. coJ:5feT-*-«ia: 
t LTtt, ^9^7 x ON -5fc$gJ{IJ©# U *7^ H S^tJfgfeH £, 
l/-5;v->7x7-tf©a* C U H M&fSfiEBOttMt) 

0 h ->^— tf ©N -*8H8©# U ^7^ H £"&tf 7 7^>ht, 
0 -*f 5 * h ©»« C -**«©# U H ftTO 7 9 7** > h ©& 

j*ft»5fc*>rt*Jt (GFP) ©7)W->'7h£g:?>/l7ftTfc£>' 
7>m^>/17S (CFP) £GFP©Uy K~>7h£M*>/17StT&53t£m 

%*>n>?% (yfp) ©$a#£fcwa<#j*sn£. 

t<H> CFP £ YFP ©ffiL*-&t>-&fc: t kn^> CFP *« FRET ©h*^— <hUT, YFP 
#FRET ©77"fe7^-tbT^b, 7n-7©ftfl^©3£ffcK:«Btl;:j£g 
TZCtfrZ. »SUVi. £©£#, F:*— /T^-feT^-tt* U2f>FBK« 
ft (2) (3) ©£-56Kli|g£UWTt>«kK A!*-**, 02 

A-a^02C-alC*$n*<J:SK:, (3) ©N-*$fc CFP £, U 

fjy^mmm (2) <DZ-m&\zmzmi&-c$%. fc^A,, cfp <t yfp ©a* 

J^±©(»:43l9©Jl©ai®©^©7zf-X h • 7>^^-7x h^ttiffi7 
o-7 (1) fc*3V*T, v-;&-gB& (51, 52) tt, 3ga^U>*- (71, 
72) *3>UTU#>FBK»tt (2) *«£f&«r«tt (3) teMBSnWTfcJ: 

&±©£fc0©7:*xxh • 7>?:*xxb&tiiffl7D-7 (1) £JBV>T7 
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(61) ^7>*=f~Xb (62) £&ta, £*, &£T**>? V 

(1) S7^h^#3t5t, 7rf-Xh (61) #'J#>FS8^S&ft (2) 
© U#> F*S£#*-y h (21) £&i»U cn»C«fcO, U#>HB* 

gPft (2) ©£##lii««£C, SttflsJW&H^^P^-f > (22) HfimOL 
3*1*. T££, U*f>KMWMfc (2) fcBlftttU>*- (4) £^LTa*SS 
nfc&^fcSSWfc (3) *t:0ffittMSf^^<> (22) *K§»U IS 
£rf£. dniCfcO, (51, 52) #ifi»U ZrttiZ&QZs'f 

-0©V-#-S|5ffc (51, 52) » CFP t YFP (D^&Utt, K^-fcbTfis 
ETafSftH (Efc51£«) KBiB»ft«JR»U (51) 

igfc, -^©»3t«fia (51, 52) <D?%. Fl— thTttmt 

(£©4§£ 52) ©»*»*«ai€bfc«^fctt, «3lS«^7>^©-en«tD 

fc^-rs. m»St7^X h (61) * 0S{6$fiiMt 
S^fccfcO, 7^-7. h (61) *««C:«i:t>T^S, 

(1) $fflV^c7^-7h©X^U-^>^^S:t)^'rS. ^WlCtt, 
7^h-7>^^^ffiffl^n-^ (1) t7^-Xh«*MUR**fiF 

DW^tiO-OCT-^-gUfi (51, 52) tfiSSSU ^^;V©«flS*«^6 
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stc, comm<D%m<D73~zh • 7>?3~*h%imm'7ti-7 (i) * 

ZLtfewJtefcfc*. tWB©£43D, 7=f-Xh (61) #U#>HMMtt (2) 

*S£j&«F8M& (3) tfgteftttli&im^F*^ (22) 
COtt, «7rf=Xb (61) fcU#>HB»8Mfc (2) © 
&&J]tf&^®&\z\Z, ffittttiS^HM> (22) tUS^flFOffi (3) 

ft (2) ©«$£fc«S£flrr*. *-©fc&, 7:*-Xh (61) ©U#>HB»8Bft 
(2) *&©flffiUKtfttTU KCTt#7^ Mt#»JtoSrftlC5'7 b? 
5. LfcibT, M*-fcr> zioOJ^-fc-SMt (51, 52) tm thtzm 
EOWm Trfnxh (61) jSJlll^50«^3l*©«l«fl;Sjl!l£rntf, 

«3aM^o**jWMan«. -a. 7:*nxh (6i) ®u#>i*HMtt 
(2) icm**i*aa*«»v>»afcwu «ttfls«»»Ht#H^> (22) 

&#Br«ffi (3) ©*S£*H-#fc££fc$ni\ *®WP7=fc:;*h (61) t 
>J#>KB»»tt (2) V>m&hmmL%^1b<DttzZ>o ?tzt>?>, BU&Wmtfi 

7^Xh (61) ^«p^&©«31HI«©fi«f»bft«£Ufc«'&fcra, 

ftcfc, ^±©t^0©7rfnxh©X^U-->^^T«, iftv^^fftft% 
li8T*fc©fc, X^U-->^©Mt^S^^@Wlc:7rf-^ h^7> 
^rf-X h^SU^Vi fe© ^ UVi. 

7 (l) sfflViT7>^^^h*x^u-->^-r**tt&t)«m-a. 

Wfctt, $S&6l7zI=.7> h#©iS»©7rf-X h©#£TT, 7^X h • 7> 

&zszizmmm7n-zr (i) i§n«©7>^rf-x h«^s^#$ 
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ffiyn-y (1) ©*3&««FaEr*tt»1?tt, 7:*-Xh£U#>K88g&8&ffi (2) 

*^-r§ctfc«fci9, (5i> 52) *tiff»u ispi-Mm 

«R^fttftf^ffi*w«tf JinsWT^-X h • 7>93-7s Ym&m-fu-y (1) 
fc*m*U*f>KWMMfc (2) 0U#>KltaM'f> (22) *W*U Sft 
Wt:^1-^i5l:&5 0 LfcA5oT, £©<fc5&S'^;Mi&*fc^-r£. 

h&fflffiyn-7 (1) fcStt*7:*:iXb£U#>HWMHfc (2) 

£©»£jw»»**u -o<DT-*-awfc (si, 52) ^ifi»ufc«iB*jmrr*. 

■tUT, W7>^=f=Xh«at«H**#T-T?©^^;V, M^.«m^3^S 

ftftftlcte, -o©T-;*j-g&& (51, 52) £, jfi$rf£ £ £ t J: 0 FRET £ 
£C*«tt3fififfl£U&*£, fcl/r«U8T*56fiffl (file 51 tT*) 
fcfifiiftMJIMtU (51) ©ab«lft*ai3£Ufe»^ 7>^rfnx 

«Ktc 51 £TS) fcBiB«fi£JIWtU 7i?t^-tlt^t5^1 (C 
©«&52) (DtXIKtltttftl^ll 7>^rf-Xh^#TTtt, 

U-->^^H^T, 7^~Xh-7>^rf-Xh^ffifflyn-"/ (1) £, 
7^-^h, 7=fnX HSSMMt, 7>^=f=Xh«aMfcH*t*«F313:«^5fe 

>^-xh&ajfflyn--:/ (i) £73-z hmmmn. t>U<ttgHD©7:J 
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-7. h/T&mm<D7>?3-x hfirwft»*«#****tt3^»f sn«. z<d 

kottmnft. T^Xh^in vitro -C^W-S*. X?U-:i>^T#5o 

-x h«tt*«*7>*:f=;* as*** 
BMb*;w->^Aj*» ytfy-Afc deae r 

^©<fcp(C, 7=f~Xh • 7>^=f^Xh^fflfflyo-y (1) 

7^-7W>^^h* in vivoT?X£U-->^ 

SSI;:, 21©ajBl056WT?tt, 7^~Xh-7>^rf-Xh^tHffi^P-^(l) 

^TSdtHioT, £HBIcfcVvt7=fc:* N * 7 MftlHJfl'T'n-- 
y (1) ifitt\sTKZh5>7>i?*-y9&K.hmitlifift*>tlZ. h7>XS? 
ir^#fcHIHt aflOfMH* (Wltf* #4ttW0tt3 l) fcftoTfm 

»fc7:fcX h • 7>*=f-* h^fflfflyo-y (1) £&WLT*30, ftfc\Z 
&\,*T7d~X h • 7>*:*-X h&tom7u-7 (1) fci*g«Ett©7:^;* h 

h -7 Mfcffiffi 70-7 (1) t7^XHMS^S J t»7>^=f-X 

17 
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TGen £T<5 ; lllX hn^» % SJx^ia^WST. hP-;i/ (STFDES t 

; x*7^», tfX7xy-;vA (otbis-a t?z> -7x.j-)V&m 
UK ;~)V7x.;-)V (btfnp <hrs ; 7^*;V7xy-;v) ^©-g-j^it* 

£7c, 15-deoxy-A 11 "-prostaglandin I 2 (15d-PGJ 2 >. x^hXxOX 5a->* 
kHnfXhXfn> (5a-dihydrotestosterone ; DHT) 3rcfcoTfc«}:V>. * 
It, Ty^^T.Y^^mmmWii, 4-hydroxytaioxifen (OHTX ICI 182,78 
0» 7;i/^5h\ tilWyfUT-uy (cyproterone acetate ; CPA) §^iSn 

-r&fc>t> cu5tf>HB««Mi/'j>*-/«s^««pajfa ©m* 
«iciiifesnfe-o©T-*-8Bffi^^#^^;w«fflRjffit^*. 

u^>H^H^oi37>^if-7> h&m&\sftm&\z\t* mnistttr-v 

ir^-i^-r^7^nX r^7>*=iX7> hfcSJRWfcJftHk £*T#*«fc5 
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n vivoT»f££i 

^n-^t7=f-xh^*i%M&^s-&5i:t*tTf$5. unicto, mm 

f&10©3fi9mk KftI07rf-X h©#ffiTT, 7rf-Xh-7> 

z.t\z&v), ®mz, mmm<, mm®mwp*i<tzr?--\zifrrz>7>93 

^1 i©5»m*» 7>^rf-x h&fflffl:/n-:/£5g;si 

19 
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zct\z£-3T. z. omm s fc M&vi-mm mizomm 

<mm> 
(i) to 

Ham's F-12&J6, Vis&Vtm (FCSK Hank' s A'7>*m&& (HBSS), £«fc 
tfUtf^x^^^OOOia&ftLife Technologies (Rockville, MD) ±9$tA 

y)V*yn&iSM-!fM&& OMEM), hU7-»-EDTA, E2, DES, OHL Gen 
12 Sigma Chemicals Co. (St. Louis, MO) iOSIAUfc. 

ftGFPftftteClontech (Palo Alto. CA) .fcDA^US:. 

2 D-->^ffllimtt£TTakara Biomedical (5fc9C, B*) 7^e>A#bfc. 

hERacDNA^X^ K&American Type Culture Collection (ATCC, VA, USA) 
£9BIAUfc. 

n£ftg?g§i'^*-pcDNA3. i(+)ttlnvitrogen Co. (Carlbad, CA) «kOA#U 
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Bis-A, NP, ICI 182.780 &WAKO Pure Chemicals Industries Ltd B 
(2) 757.5 m& 

(A) xt. hny>u-fe^-©7=f-^ h • h&ffifl!7n-7 

feTS&E£ (PCR) KckSECFP 0B#J##3) (l-238aa), 
EYFP (K?iJ#^4) (l-238aa), t hXT. hDy>H:7*-aLBD (3B?iJ#^5) 
(305-550aa) (ETF, Era-LBD £f £)> M&U >*- (GGNGG) (BB»^6), 
feiOtXfD'f HUr^-^bffil&HTlNR^y^XII (SBWI2) (68 
7-697aa) ®77^>h cDNA*S£U KozakBB^J (0+"CKzt^fB) &fflR 

Z.ti&K>, XxD<r*Mr7*HSttfidi«iH? I (SRC-l) oSttflriMftH^ 
^7^r< (BB?U#^2) GMttfXIU 3~2 5) «ViRl»ttOU>*- (BB 
?ij#5|3) Sr^bTERoLBDtd^^tl, £©l!l£geS#2«g©gfc£1£ft 
ifcgfcWrs&T^im TfcfctiCFP — ) t YFP (7*-fe7*-) 
Snfe, h • 7>*:*X7 h&tiJffl7n-7£#fc. 

PCR7^^>h©B3?!l«, ABI310 v^x^x-f y£ • T^-flf-M 

cDNA n|¥lJ^g§W*-pcDNA3. 1 (+) <D Hindlll <h Xhol $fo\zn A 

(B) ^^<>y-AfimH^mbH:7^-©7rfxx h • 7>^^ 
h&ajfl!7D-7 

-rate's, wp»&#u*?-h««r* (pcr) k«j:oecfp ce^j 

#^3) (l-238aa), EYFP (BB»^4) (l-238aa), 'Ultf-^y-AiMIH* 
StefcMrT^-rLBD (E?»J##8) (235-505aa) (OT, PPARt-LBD t.-§TZ>). 
m&&V>X- (GGNGG) 6 (BB^i#^9), £«ktf7xn-f KMr7*-fS&fc*& 
g&B^lNR#y77lI (E?!l##2) (687-697aa) <D7?>f*> h cDNA £g£ 
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U KozakiB^J (Htn!Kz£»E) <h^TO&*Ji^UT02 Bt^$n*«l^ 

^n«kD» Z^D^T KM^-ffi&fltfil&H^ 1 (SRC-1) ©SttftHttH^ 
(I3?!I#^2) (##iTOK2 3~2 5) &V>liJIrt4<DU (IB 
^J#^3) fcrfrLTPPARr-LBD £©S&£§aH#2aSi©gfc£ 

fcfc, PCR:7^*>h0lB?iJH:, ABI310>>x*7Vy? • 7«-f1f-£ffl 
cDNA PiaSfl^^^^-pcDNA3. 1 (+) © Hindi II £ Xhol g&ftfclf A 

Lit. 

(C) 7>Kny>07=f-Xh • 7>*^-Xh&ffiffl:7n-:/ 
±E (A) xxhny>lHz7*-- (B) ^**^y-A«l»ffflSttft 

»^#U/5— BffiHR* (PCR) fc«fcDECFP (SB^J#^3) (l-238aaK EYFP 
(B3?>J#^4) (l-238aa), t h7> Hay >l/-fe7*-LBD (IB3WI10) (6 
72-910aa) (OT, AR-LBD £T5)> JBlftttU>*- (GGNGG) , (E8I#*1 1) 
*5<fctfX^n>f h'Hr^-Sttftffil&H^lNR^y^XlI (IB?>J#^2) (68 
7-697aa) ©7^>h cDNA £&£U KozaklB^J (0* T? Kz t«IB) t^IlS 

^n«ko, xfo-f^t^-smsifi (SRc-i) ©s^^aH^ 

(IB#l#-^2) (#^ffX^2 3-2 5) pJ1!j&© U (IB 

?j#^3) br ar-lbd taaesn, z.<DM&m&mtf 2mm<D&tzz>%yt 
fomz&rz&ftm&m. ?tzt>t> cfp (h^-- ) ^ yfp (7^-ty^-) k:«e 

fcfc, PCR77^>h©i3^iJtt. ABI310^x*5^y* • 7^7-Tlf-*ffl 



22 



WO 2005/078119 



PCT/JP2005/002660 



Z(D cDNA £, nia^^^^^-pcDNA3. 1 (+) <0 Hindlll t Xhol SBfttlf A 
Lfc. 

10 X^->J!&!«ifttt» (FCS) SrgsiDLfc Ham's F-12i8#Ji£i& 
£ 10 % FCS, 1. 0 mM tr;Hf>m^- h U £A> 0. 1 mM#&3l7i= /&£8siDL£ 

©J*R£Afck y#7x^^5> 2000ttHOfiF«ET, fl^SS^-l^T, 
7n-:/£-£tr3i^?*-pcDNA3. l (+) wcfrofc. 

h^aifflyn-^Ttt^^-r--x/NAx^-ipm (cho-kd was, dv** 

f-Vb CH0-K1 7>Hny>Hry^-©7^-Xh • 7>*=f-Xh 

^Wffl^n-^tftt^™ (PK-15) 8HJia£&fflbfc. 

(4) «eR56SO-fA/^Dyh»«f 

m 2 A~0 2 C ^$nS#yo-^&X>3i- K LTV>5fgg^:?-pcD 
NA8.1(+)*fflV»T»K»Al/fc»fi*mi (CH0-Kl*fcttPK-15) £, 10 Stf'J 

7 * y ju7 ^ pyjmfmmz&z sds-page k&u £ o = h p-fe 

COKtt, rfirCGFPittt (lSX*AS;i^-£WTBSTig& : 50mM Tris 
-HC1 PH8.0, 150mMNaCl, 0.05% Tween 20) T 1:500 «R) &/BV>T, $V>T7 

y *x 7 7^— awttt^*^* (ix**A5 tbst m%rc i : 50 
00 %m zm^xviMitLtz. 
sasaassrau -f^-^7««ftf aAs-1000 plus. Fumiiica. st 

M, B#) fc,fcDJ£SUfc. 

(5) ttOiMI 

MSHCarlZeiss Axiovert 135®^±T?> MetaFluor (Universal Imaging, W 

23 



WO05 0781 19 fhttp:/Ayww.getthepatent.com/Lo^ 1 9part=maln] _ _ Page 26 of 6 6 

WO 2005/078119 PCT/JP2005/002660 

est Chester, PA) T3> hu-)VZntzlfamn$i%&m : *%*7 MicroMAX (Ro 
per Scientific Inc. Tucson. AZ) £/BV>T» J£S#A& 12—24 iSRWgicg 

440±10 nmJBiEWW>«aj«fMtt, 100 ms T&ofco 3bMSi©Stf§te40xtili 
^WkVyX (Carl Zeiss. Jena, Germany) 480±15 nm^^tXIc 535 

±12.5 nm©7^;P*-£;frLTf?-pfc. 

( 1 ) I7h ny >H:^-07=f-X h • 7>?zS~X h&mm7u-zr 
(l-l) xxhny>o*r«t>»**:flHt**-rJitT»5n* 173 x 

xh7^t-jp (E2) *T^xhtb> 7=fx7sh»£#T5:/n-7(Z)& 

^n-^(H2A-a)*56aS«fcCH0-KHffl« 100 nM E2*CJW«U 
FRET «ftOft«fJM:*«S8EUfc. 0 3 A\z. E2 jWStt9tjWSt^©aBiaiaife&^ 
Lfc. fc*5, HSAlcfcVvrtt* 480/535 im©«3tSi«Jt3WWH*9-H«i:b 

B3 A£?K 100 nM E2#J»£J;£g« < 7-<Z>:7>-^7 hjWM?*nfc. 
nn«, CFP/YFP m^SJt©«'> (FRETOiiJP) ft*UTV>*. 

tt%ttKtt®tt4>l& E2«ani«R»£Jtrtfc*WS*U lOOOtm^KT^h- 
tabfc (H4A-a). E2 Z&tQ Lft V> H tm-\m-^kW^ FRET « 
Ott*«ft*iWLfci:C5» W»&*fcfcUiSnfej&>ofc (H4A-b). 
(1-2) )k\Z, 21©«k5^FRET©i8WE2fc«fcSU^>HKISmffi (ERa 
LBD) aXXLL^-7) OfflSf^fflfc«kD5l#jg^SnTVi«H 

££«IIg-r5/!:*> LXXLL =E?-7<Dmt&u^ » CD £SS££T75x> (A) 
(E8I#^7) **7'D-:/*{MfcUfc (B2A-b). 
H4cfcw3n*,fc3fc, «a^P-^*58S«*fc CH0-K1 WCtt, E2fiJ 

CFP/YFP «3t«ttltOW*Mfl:M6nfe^ofc.' 
l^bt, FRETOfcfctt, 7:fx* MW*©IS*, 7P*XX h • 7>*P*x 
Xh*HIffi^a-^R:*WJ^>HW»SRffi (ERa LBD) (LXX 
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LL^-7) W1£&lstzZt\z£Z>b(DT?&&Ztt)m&2ntzo 

ft**8£$nW£J:5K: m®W$M5 % 2 3~2 5), ERaLBD ©fir 

mvtmR^feis kjw >fc^-r^ffisf^ffl £ lxxll w-7©^^-* ~» 

(1-3) #tc, E2/ERoLBD^^OX^^«f*ffofc<!:^5> E2 HER 
aLBD fcfiFfiETSSMcttU ^> Htt*#^ y h («« 450A S ; E2 ©#T£ (245A 

s\*)y>?xn\t* U^f>HIS^#*-y h©±fc&ftU EnK*D**ttLX 
XLL W-7©^0a*tffiSf^ffl&TOtT*i^ttO?835^SnTV^. 

£©£5fcimi, LXXLL ^5^-7 ©3 o-T-»^S©fi!imtER aLBD 
fiflm©Met 543, Lys 362, Glu 542SS£©P^K:£U57 7> • xJW • 7-;K* 
fttticJ: 0 £5£fcS tlWS (IMtfrXSR 3 3 ) . 

HfUO, 7u-7fc:fent£U#>KB^&& (ERaLBD) (L 
XXLLW-7) ©«Sf^fflfc«fcO, CFP £ TCP #3EttU *©IS*FREr^i; 

(2) ^^S/V-AimiBa? «a&ttibV'-fe7'^-©T=f-X h • 7>*:*-7. 
Mfctfiffl7n-7 

(2-1) 15-deoxy-A a "-prostaglandin J 2 (15d-PGJ 2 ) £l*3ftte7if-X h 

©tf^U^7> (pioglitazone) te#1-57n-7©f&§&fcfNlfil/fc. 

$t\ 7n-7 (02 B) *58S**fc CH0-K1 IOmM 15d-PGJ 2 -C*iJSt 
U FM«{fc©ftl«fc*«*Ufc. 

CFP/YFP (480/535 ni) ©Sbfc3£gJfc©«4> (FRET ©if UP) tt, 15d-PGJ 2 $&ta 
^400#»l^ai$n, lOOOfWgfcT^h-KiiLfc ®4B-a). 
04 B-b \Z. 15d-PGJ 2 ©aStm»Sit^b©M©H^ (K&ffiiH) fc^bfc. 

(2-2) ±8BiW*lC, 7o-7 (02 B) *»SS*fcCHD-Kl« 

J&& 1. 0/zM piogl itazone TfiJSbfc^^© FRET &fc©&tt£fc<bmi/fe. 
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CFP/YFP (480/535 mn) ©&ft&gJt©$'> (FKET ©ittiJD) pioglitazone 

4c-a>. 04c-bt, pioglitazone ommtnxmmmitom 

©Hff (SJSftft) 

(3) 7>Kny>M^-©73*-7.h • 7>^^-X h^taffl^o-^ 
(3-1) 5a-dihydrotestosterone (DHT) fcT^XhtU 7=f=;*hM 
»tdrr*7n-:/©«^Sffflfib&. 

7n-7(H2C-a)fc5^3ttfcPK-15IW6ft 100 nM DHTT'MU 
FRETgft©*P#£{t£fl3§SUfc. H3BIC, DBT]HatM^:ffltt%©inmM^ 
U&. H3BK*V»Ttt, 480/535 mn©fiy63l«Jt*«ji<M*9-lB«ktU 

03 B<1:9, 100 nM DHlJW*fc«keJWH*5-©^;V-^7 h*««Sn&. 
JLtltt* CFP/YFP Ibfc&gJfc©^ (FRET©iglIB) **UTV>*. 

«3ttM«Jt©»^tt» DHT^jP^jB^^rtttfeffiSn, 1200 PartCT^ h- 
fcgbfc (H4D-a). DHT tWBUftVilltfiWttH-ftft-C FRET 

©iB«f*fl:*«*ufci:^5» *aajEff5tt*6nfea*ofc (04 d-d). 

( 3 - 2 ) *A\Z. Z ©£ o ft FRET ©*»**, DHT C ** U ^ > FKttlMfc (A 
R-LBD) (LXXLLW-?) ©«Hf^ffllCJ:D9l*jBcanTV>* 

iia:£tiSigT3&&> LmL ©$*«•□<->> (L) 3MSfc£T75=> 

(A) ^SlcB&Lfc (IBa»#7K &&7*n-7£ffr£Lfc (H2B-b). 

@4D-cc^sns«k"5ic, M7 , p-^«»a**fcre-i5iiia'rtt, dht 

fd&lcJ:* CFP/YFP K3"IHftWt©**MBfttt*6na:^ofc. 

7>9ttxvmim7u-7\zm&)i]>*unmL (ar-lbd) \z&£&g 

gflft (LXXLL ^-7) tf&&\srcZ\£\Z&Z>h<D-V$>Z>Z\£i)mWZZntz. 
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(i) x*bay>uir7*-©7=fxxh • 7>93-xh&m%'7a-7 

CH0-K1 MfirtTr^n-^ft»SS*» DES, Gen, Bis-A^<tc;NP0^*ftx 
ftfc, 4Mt®8ftli« 1.0X10" 4 M*^ 1.0X10-" MOlSHtUfe. 

L ^-7) ©Efctf 50 Xj8HSfcftk:^Mfe«lH»S) 215, E2, 

DES, Gen, NP*J«fctf Bis-Afcowr, #40. 8X10-" M, 1.3X10* M. 6.5X10-* 
M, 0.26X10" 6 M, 0.42X10" 6 M*#fc. Hft£©EC 50 te£, (R 

RRAteRT©5£llcfcD®ffibfco 
RRA= (E2«S [50 /EDC&g [50 XRfc]) X100 

1 C*V»T«ffl UfcXT. h ay> E2 <D RRA fflttttSfc 100 £ Lfc.E2, 
DES, Gen, NP, Bis-A © RRA fitted 100, 60, 12, 3.0, 1. 9 tLT'&ZWt. 

*flBt*r*i6*tt, E2>DES>Gen>NP>B i s-A 

fiU^D, &$R©FRETf£&©&l>«, **tt7:fx* h#7n-7l*3©ER 
a LBD ©£#$££ LXXLL *^-7£I&Dfc«>S,fc 

E2 S ER lCfc§£T£ £ fcfc «fc 0 , ER OH^«BSR:*W-*i[#BK03Wb*«f S 
fcKB;*n*J: , 3C&* dM*« : XiK4, 5). 

Ws'JsrW 12©TOfi«, £&R©ft#«Jfc,£tf&««)teR©8V>K:g 
E2 ©»££Jto:*irt&tt#** (##!f:£i5K2 4, 25, 35, 36). 
fcfc, Routleddge et aUi, GST7;l^>7y-t~f £fflV>T, MS3©&&R 
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(2) 7>Yu>f>Vtt*-<»7zt-7,y • 7>23-7. b&fflffl7n-:/ 
PK-15 Mrt-?:/D--:f£f85!£-t2\ 7> H >©7 J-X bT&£ DHT, 

nn&imaB&tt. l.oxio- 4 m*>& i.oxi(r u Mofgaibfe. 

B5B*»S, #«5S©EC 5 o (U#> FBB8Wfc(AR-LBD) (LXXLL 
^^-7)^^50 X&££fc#K:&gMSig&) fit^*fct^5, DHT, 
7 t Xh7 i P>^cJ;^ny7 > xP>CoViT«> &*1. lxiO-'M, 1. 7X10" 8 M, 
4.7X10" 7 M£*§> p;i/^/-;WCOV>T«SJiS:^$^ofco 

FRET JBfttt, hfD DHT © 10 fgig&£&-f S d fC, DHT © F 

m&ittmcmG^*7fiLrc. -eo-vrc, yayxxa its 

£±tf T*> DHT ^xX hfD >© FRET lit H Z. ittfc 

(i) xxhpy>y>k-fe^-©7=f-xh • 7>^^«yD- 

(1-1) yn-^^S-frfeCHO-KUfflBS*, E2fc£tfl£x;^Dy>k 
t^-©7>^ ^-X l> i: IT» 6tlTV^ ICI 182, 780 fcitfOHT (-en-? 
ni.O mM) icfcOWBU FRET^^Kk^t-^-Ufc. 

Yimmz.^*) ?m <Djzmf3.M*i>SM.t>nTz (06-a) ICI 182, 780 0 
HTT^FRET (DmmumXU^nWi^lt (06 -b, -c). 

(1-2) W,Z. E2 *t, 'J #> FBBMMfcfctta-bfc ICI 182, 780 0HT 
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^n-^*5HSS*fc CH0-K1 tm^tSZ-0(Dmti^v7s^/\'-V\Z, 1. 
0 j*M©ICI 182,780 £j&&nU 15 #{W-f >=lra^- hb7c. -£©&> I 

CI 182,780 ^iJfe^^«^i:^<, 2#S, 3#B©5"V-HC-ttt 

•6*11.0 MM, 10 mM> 100 ]KM©E2£&iDUFmfSg©&fc£^~*-U2:. 

1.0 mM©ICI 182, 780 jWSrtrt"**#T» 1.0 tfMtlO © E2 fcgsjDb 
fctt&fcfik FRn©£fcttm&$ftft^ofct>©© -e), E2©}§& 

100 /iMtbfeJi'&tHFRETW^KD^^l.e.nfc (06-f). L;fcU 
C©*-fbtt 1.0 #M © E2 ©#T£C5 FRET 2£{t© 40 ft. 

mmz, i.o MM©om##ft«*frTM.o ^m. 10 ^m, 100 /zm©e2£ 

»J0Ufc»&k:tt, FRET ££©«*«> **tfe*L 1.0 /£li©E2¥!&T£D* 
£{b©40 X, 65 X, 90 XT&ofc (H6-g, -h, - I). 

ttffl£ (ERaLBD) OttSflUB 

ICI 182, 780 t 0HT (7>*:*-7. h) ttZ©«fc5fcffiS«yi*6MFr*;ii:rt* 

g£ 100<&iifii«CbTt)^tIiI«b&V^t^Stlfc. 

nfc. 

(1-3) £JLh©JS*S, 7^-Xh£7>*^-Xh##W5tt&-C©E 
RaLBD©X^f H ^f^ (##freSt 3 2*5.fctf3 3) tJfctfcb.fc. 
7 =f~X htff££lstz®&\Z\Z, U Kite H ;*< >©£#*§Sg&fca*!j§£ 

^Stt©{l5iiSVifi!jfiiA > ijv y ^x 12©KlCit^« 
feSt#3a**Rff f ££K«fc0, a U y ^ X 1 2 tfjl Jl £ 
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£M>f> (±IB©*ttfllK:fcV>Ttt, ERaLBD) #»ttftffil£&H^©#l*3l'-fe 

'sflDX^WMBfrtt, (E2) #«ET"T?»*Bi*3W, 7>^^h 

(ICI 182, 780 t OHT) ©#ffiTT?ti^ny^sn*Ht*^Snfc. 

(2) ^^^V-AJtfltEa^SttftHr^-OTifnX h • 7>*n*xX 

yD-^*^$-&fe cho-ki »hi&£* ^v^^j-AmmmTm^itu-t 

79-<DT>?3=-*h-e$>Z>. ¥Xy*/-)VkP>fVzsi?)lJL- ; r)V (BADG 
E) 10 tiHt&QMWLU FRETl6«r©»fc*t-^-Ufc. 
07td^Ufcck5K:, BADGE £8siDl/rt>, ^^SltlCl^ViT^^^^tt 

(3) 7>KPy>U-fe^-©7if-XN • 7>^=fnXh^ffiffiyn-^ 
(3-1) yp-yft»3RS-frfcPK-15«ltt*, DHT (1.0nM, 10nM£«ktflO 

0 nM) ^e,mc:xxhny>Hi^-07>^3*n^M?*'57;^5 KSJ; 
t£/D->^K> (procymidone) (^WeniO mM) K:J;9*1*U FRET &>&<D 

08lC^bfc«fc3C DHTfllStfCcfcO, Mi^WK: FRET S 
fife**, 7^*5FfcJ:tf7'n5/*l*> (*ft-rn lOOnM) "TO FRET ©WffcfB 
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(3-2) 7n-:7£f£§t£tffcPK-15 3fflfl&£, (1.0 /iM) 

OKism^i^MSP (10 aM) +rXhrn> (100 dM) tctSfiJ 
ftOFmjfcgflD&fcfcWTfc, fcfc, 7^$H (1.0 mM) 

+-r*h<rd> (100 nM) £*3V>THu ST, b-rD>£8sflnU &K::7°7 

7M=H (1.0 MM) 0»lcJ:<5JB»tt, 09 AH^L/ri^ jKfttttt 
Ufr? tz, -2f, h* (10 jiM) +fXhfo> (100 nM) 

*ofti2. TZby-uxDmtm&Mt. &timmti>m'j>L* *5ck*-3ooo#-e 

-X h^T>^=f-^ hfcgftWK&ffi, h • 7>^^-X 
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1. *toUt7*-OViS>\tti&\t*4>£'ZtJVi!>\ t m 

s^brats^nT**), c© [u^f>HB»awa/u>*-/is^i6«swft] 

tlTUZZ.t*WWLt-r%&\*iU-k'7*--<D7zI-7> h • 7>*3/X7. h&ffiffl 

Jg 1 <D7zi-7s h • T>^3f-X h^fflffl^O-^. 

3. U#>HBiWMfctt, XXhay>lHr7*-aU#>F&£K*<>> 

□y>W-fey^-U^>K^K/'1'> , rS-5fl^lcD73f-Xh • 7>*3f 
-fflSffffl H*<>^:/^HT**ll3R*3©y:fz:* h • T>^3f"X h&ffl 
-7; h • 7>*3fnx h&ffiffl 

7>m^>/t^KT^^»^J®l^Vib5©ViTn^©7^Xh • 7>*^ 

7. mftv-tzf*-\ztt-?z>73=-x h£x*u-x>^-r5fc©©#an?fc 
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8. K^«i^b6©v>-rn^©r=f-^h -7>m-7,Ymnm-7u'- 

1 0. *rtl/-fe7*-ia»£U ^M^1"7>^^XhS:X^U-- 

1 1. IS^l^ViU6(DVi1*tl^©7^-Xh •7>^^-X^fflfflyn 
»©7=fn^ht7>^^-Xb^ti%S**#S-a:5ft*3Sl 0©7>^~ 
1 2. ^^l^b6©ViTn^07^-Xh - 7>93~7.h&mm7u 

o-y^g!Ea©7^-X h £7>*:*-7. h«*M(ijR*ft#S-a:*W«« 1 0 O 
1 3. ^ai^ViU6©Vi1 , n^07=f-7.h '7>^^Mffiyo 
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SEQUENCE LISTING 
<110> Japan Science and Technology Agency 

<120> Probe for detection of nuclear receptor agonist/antagonist and 
method for screening agonist and antagonist using the same 

<130> 04F055PCT 

<150> JP 2004-35678 
<151> 2004-02-12 

<160> 11 

<170> Patentln version 3. 1 

<210> 1 

<211> 5 

<212> PRT 

<213> Unknown 

<220> 

<223> any amino acid 
<220> 

<221> MISCJEATURE 

<222> (2).. (3) 

<223> any amino acid 
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<400> 1 

Leu Xaa Xaa Leu Leu 
1 5 



<210> 2 

<211> 11 

<212> PRT 

<213> Homo sapiens 

<300> 

<308> GeneBank/NP_671766 

<309> 2003-12-22 

<313> (687).. (697) 

<400> 2 

His Lys He Leu His Arg Leu Leu Gin Glu Gly 
1 5 10 



<210> 3 
<211> 239 
<212> PRT 
<213> Artificial 
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<220> 

<223> synthesized polypeptide 
<300> 

<308> GeneBank/GAGU884 

<309> 2003-05-21 

<313> (1).. (238) 

<400> 3 

Met Yal Ser Lys Gly GIu Glu Leu Phe Thr Gly Val Val Pro He Leu 
15 10 15 



Val Glu Leu Asp Gly Asp Val Asn Gly His Lys Phe Ser Val Ser Gly 
20 25 30 



Glu Gly Glu Gly Asp Ala Thr Tyr Gly Lys Leu Thr Leu Lys Phe He 
35 40 45 



Cys Thr Thr Gly Lys Leu Pro Val Pro Trp Pro Thr Leu Val Thr Thr 
50 55 60 



Leu Thr Trp Gly Val Gin Cys Phe Ser Arg Tyr Pro Asp His Met Lys 

3/18 
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65 70 75 80 



Gin His Asp Phe Phe Lys Ser Ala Met Pro Glu Gly Tyr Val Gin Glu 
85 90 95 



Arg Thr He Phe Phe Lys Asp Asp Gly Asn Tyr Lys Thr Arg Ala Glu 
100 105 110 



Val Lys Phe Glu Gly Asp Thr Leu Val Asn Arg He Glu Leu Lys Gly 
115 120 125 



He Asp Phe Lys Glu Asp Gly Asn He Leu Gly His Lys Leu Glu Tyr 
130 135 140 



Asn Tyr He Ser His Asn Val Tyr He Thr Ala Asp Lys Gin Lys Asn 
145 150 155 160 



Gly He Lys Ala Asn Phe Lys He Arg His Asn He Glu Asp Gly Ser 
165 170 175 



Val Gin Leu Ala Asp His Tyr Gin Gin Asn Thr Pro He Gly Asp Gly 
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180 185 
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Pro Val Leu Leu Pro Asp Asn His Tyr Leu Ser Tyr Gin Ser Ala Leu 
195 200 205 



Ser Lys Asp Pro Asn Glu Lys Arg Asp His Met Val Leu Leu Glu Phe 
210 215 220 



Val Thr Ala Ala Gly He Thr Leu Gly Met Asp Glu Leu Tyr Lys 
225 230 235 



<210> 4 

<211> 248 

<212> PRT 

<213> unknown 

<220> 

<223> Artificial Sequence 
<300> 

<308> GeneBank/AAQ93355 

<309> 2003-10-12 

<313> (1).. (238) 
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<400> 4 

Met Val Ser Lys Gly Glu Glu Leu Phe Thr Gly Val Val Pro He Leu 
15 10 15 



Val Glu Leu Asp Gly Asp Val Asn Gly His Lys Phe Ser Val Ser Gly 
20 25 30 



Glu Gly Glu Gly Asp Ala Thr Tyr Gly Lys Leu Thr Leu Lys Phe He 
35 40 45 



Cys Thr Thr Gly Lys Leu Pro Val Pro Trp Pro Thr Leu Val Thr Thr 
50 55 60 



Phe Gly Tyr Gly Leu Gin Cys Phe Ala Arg Tyr Pro Asp His Met Lys 
65 70 75 80 



Gin His Asp Phe Phe Lys Ser Ala Met Pro Glu Gly Tyr Val Gin Glu 
85 90 95 

Arg Thr He Phe Phe Lys Asp Asp Gly Asn Tyr Lys Thr Arg Ala Glu 
100 105 110 
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Val Lys Phe Glu Gly Asp Thr Leu Val Asn Arg He Glu Leu Lys Gly 
115 120 125 

He Asp Phe Lys Glu Asp Gly Asn He Leu Gly His Lys Leu Glu Tyr 
130 135 140 

Asn Tyr Asn Ser His Asn Val Tyr lie Met Ala Asp Lys Gin Lys Asn 
145 150 155 160 

Gly He Lys Val Asn Phe Lys He Arg His Asn He Glu Asp Gly Ser 
165 170 175 

Val Gin Leu Ala Asp His Tyr Gin Gin Asn Thr Pro He Gly Asp Gly 
180 185 190 

Pro Val Leu Leu Pro Asp Asn His Tyr Leu Ser Tyr Gin Ser Ala Leu 
195 200 205 

Ser Lys Asp Pro Asn Glu Lys Arg Asp His Met Val Leu Leu Glu Phe 
210 215 220 
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Val Thr Ala Ala Gly He Thr Leu Gly Met Asp Glu Leu Tyr Lys Ser 
225 230 235 240 



Gly Leu Arg Ser Thr Gly Ser Arg 
245 



<210> 5 

<211> 246 

<212> PRT 

<213> Homo sapiens 

<220> 

<223> part of a eucaryotic protein 
<300> 

<308> GeneBank/NP_036821 

<309> 2004-01-23 
<313> (305).. (550) 

<400> 5 

His Thr Lys Lys Asn Ser Pro Ala Leu Ser Leu Thr Ala Asp Gin Met 
15 10 15 
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Val Ser Ala Leu Leu Asp Ala Glu Pro Pro Leu He Tyr Ser Glu Tyr 
20 25 30 



Asp Pro Ser Arg Pro Phe Ser Glu Ala Ser Met Met Gly Leu Leu Thr 
35 40 45 



Asn Leu Ala Asp Arg Glu Leu Val His Met He Asn Trp Ala Lys Arg 
50 55 60 



Val Pro Gly Phe Gly Asp Leu Asn Leu His Asp Gin Val His Leu Leu 
65 70 75 80 



Glu Cys Ala Trp Leu Glu He Leu Met He Gly Leu Val Trp Arg Ser 
85 90 95 



Met Glu His Pro Gly Lys Leu Leu Phe Ala Pro Asn Leu Leu Leu Asp 
100 105 110 



Arg Asn Gin Gly Lys Cys Val Glu Gly Met Val Glu He Phe Asp Met 
115 120 125 
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Leu Leu Ala Thr Ser Ser Arg Phe Arg Met Met Asn Leu Gin Gly Glu 
130 135 140 



Glu Phe Val Cys Leu Lys Ser He He Leu Leu Asn Ser Gly Val Tyr 
145 150 155 160 



Thr Phe Leu Ser Ser Thr Leu Lys Ser Leu Glu Glu Lys Asp His He 
165 170 175 



His Arg Val Leu Asp Lys lie Asn Asp Thr Leu He His Leu Met Ala 
180 185 190 



Lys Ala Gly Leu Thr Leu Gin Gin Gin His Arg Arg Leu Ala Gin Leu 
195 200 205 



Leu Leu He Leu Ser His lie Arg His Met Ser Asn Lys Gly Met Glu 
210 215 220 



His Leu Tyr Asn Met Lys Cys Lys Asn Val Val Pro Leu Tyr Asp Leu 
225 230 235 240 
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Leu Leu Glu Met Leu Asp 
245 



<210> 6 

<211> 5 

<212> PRT 

<213> Artificial 

<220> 

<223> synthesized oligopeptide 

<400> 6 

Gly Gly Asn Gly Gly 
1 5 



<210> 7 

<211> 11 

<212> PRT 

<213> Artificial 

<220> 

<223> synthesized oligopeptide 



<400> 7 
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His Lys He Ala His Arg Ala Ala Gin Glu Gly 
1 5 10 



<210> 8 

<211> 271 

<212> PRT 

<213> Homo sapiens 

<220> 

<223> part of a eucaryotic protein 
<300> 

<308> GenBank/NMJ 15869 

<309> 1996-11-04 
<313> (235).. (505) 

<400> 8 

Glu Ser Ala Asp Leu Arg Ala Leu Ala Lys His Leu Tyr Asp Ser Tyr 
15 10 15 



He Lys Ser Phe Pro Leu Thr Lys Ala Lys Ala Arg Ala He Leu Thr 
20 25 30 
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Gly Lys Thr Thr Asp Lys Ser Pro Phe Val lie Tyr Asp Met Asn Ser 
35 40 45 



Leu Met Met Gly Glu Asp Lys He Lys Phe Lys His He Thr Pro Leu 
50 55 60 



Gin Glu Gin Ser Lys Glu Val Ala He Arg He Phe Gin Gly Cys Gin 
65 70 75 80 



Phe Arg Ser Val Glu Ala Val Gin Glu He Thr Glu Tyr Ala Lys Ser 
85 90 95 



He Pro Gly Phe Val Asn Leu Asp Leu Asn Asp Gin Val Thr Leu Leu 
100 105 110 



Lys Tyr Gly Val His Glu He He Tyr Thr Met Leu Ala Ser Leu Met 
115 120 125 



Asn Lys Asp Gly Val Leu lie Ser Glu Gly Gin Gly Phe Met Thr Arg 
130 135 140 
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Glu Phe Leu Lys Ser Leu Arg Lys Pro Phe Gly Asp Phe Met Glu Pro 
145 150 155 160 



Lys Phe Glu Phe Ala Val Lys Phe Asn Ala Leu Glu Leu Asp Asp Ser 
165 170 175 



Asp Leu Ala He Phe He Ala Val He He Leu Ser Gly Asp Arg Pro 
180 185 190 



Gly Leu Leu Asn Val Lys Pro He Glu Asp He Gin Asp Asn Leu Leu 
195 200 205 



Gin Ala Leu Glu Leu Gin Leu Lys Leu Asn His Pro Glu Ser Ser Gin 
210 215 220 



Leu Phe Ala Lys Leu Leu Gin Lys Met Thr Asp Leu Arg Gin He Val 
225 230 235 240 



Thr Glu His Val Gin Leu Leu Gin Val He Lys Lys Thr Glu Thr Asp 
245 250 255 
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Met Ser Leu His Pro Leu Leu Gin Glu He Tyr Lys Asp Leu Tyr 
260 265 270 



<210> 9 

<211> 30 

<212> PRT 

<213> Artificial 

<220> 

<223> synthesized oligopeptide 
<400> 9 

Gly Gly Asn Gly Gly Gly Gly Asn Gly Gly Gly Gly Asn Gly Gly Gly 
15 10 15 

Gly Asn Gly Gly Gly Gly Asn Gly Gly Gly Gly Asn Gly Gly 
20 25 30 



<210> 10 

<21l> 239 

<212> PRT 

<213> Homo sapiens 



<220> 

<223> part of a eucaryotic protein 
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<300> 

<308> GenBank/M23263 

<309> 2002-02-11 

<313> (672).. (910) 

<400> 10 

Phe Leu Asn Val Leu Glu Ala He Glu Pro Gly Val Val Cys Ala Gly 
15 10 15 



His Asp Asn Asn Gin Pro Asp Ser Phe Ala Ala Leu Leu Ser Ser Leu 
20 25 30 



Asn Glu Leu Gly Glu Arg Gin Leu Val His Val Val Lys Trp Ala Lys 
35 40 45 



Ala Leu Pro Gly Phe Arg Asn Leu His Val Asp Asp Gin Met Ala Val 
50 55 60 



He Gin Tyr Ser Trp Met Gly Leu Met Val Phe Ala Met Gly Trp Arg 
65 70 75 80 
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Ser Phe Thr Asn Val Asn Ser Arg Met Leu Tyr Phe Ala Pro Asp Leu 
85 90 95 



Val Phe Asn Glu Tyr Arg Met His Lys Ser Arg Met Tyr Ser Gin Cys 
100 105 110 



Val Arg Met Arg His Leu Ser Gin Glu Phe Gly Trp Leu Gin He Thr 
115 . 120 125 



Pro Gin Glu Phe Leu Cys Met Lys Ala Leu Leu Leu Phe Ser He He 
130 135 140 



Pro Val Asp Gly Leu Lys Asn Gin Lys Phe Phe Asp Glu Leu Arg Met 
145 150 155 160 



Asn Tyr He Lys Glu Leu Asp Arg He He Ala Cys Lys Arg Lys Asn 
165 170 175 



Pro Thr Ser Cys Ser Arg Arg Phe Tyr Gin Leu Thr Lys Leu Leu Asp 
180 185 190 
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Ser Val Gin Pro lie Ala Arg Glu Leu His Gin Phe Thr Phe Asp Leu 
195 200 205 



Leu He Lys Ser His Met Val Ser Val Asp Phe Pro Glu Met Met Ala 
210 215 220 



Glu He He Ser Val Gin Val Pro Lys lie Leu Ser Gly Lys Val 
225 230 235 



<210> 11 

<211> 15 

<212> PRT 

<213> Artificial 

<220> 

<223> synthesized oligopeptide 
<400> 11 

Gly Gly Asn Gly Gly Gly Gly Asn Gly Gly Gly Gly Asn Gly Gly 
15 10 15 
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